Inhibition of HIV-1 infection in humanized mice and metabolic stability of protein phosphatase-1-targeting small molecule 1E7-03

SUPPLEMENTARY MATERIALS
Analysis of 1E7-03 fragmentation pattern by mass spectrometry
To obtain the optimal settings for spray voltage, capillary temperature, capillary voltage and tube lens offset voltage, 1E7-03 (100 mM in acetonitrile) was injected using a syringe pump into the mass spectrometer at a flow rate of 3 μl/min. The optimized parameters were applied to the analysis of 1E7-03, which included collection of MS 3 spectra and fragmentation patterns (Supplementary Figure 6 and Supplementary Table  1 Table 2 ). Taken together, the fragmentation analysis showed formation of three major ions resulted from the breakdown of the parental compound 1E7-03.
LC/FT-MS instrument validation
The synthesized compounds were used for validation of LC/FT-MS procedure. The elution time for 1E7-03, DP1 and DP3 were determined to be 34.89 ± 0.03 min, 33.63 ± 0.03 min, 27.93 ± 0.03 min (n = 5) (Supplementary Figure  8A) . All three compounds were detected with a good linearity within the concentration range of 0.1-5 mM for 1E7-03 and 0.1-10 mM for DP1 and DP3 with an r 2 value of 0.9968-1.0000 (Supplementary Figure 8B-8D ). The limit of detection (LOD) and limit of quantification (LOQ) values were found to be 1.20-5.66 nM and 3.99-18.87 nM respectively (Supplementary Table 3 ). The intraday (n = 5) and inter-day (n = 5) precision of the method was good with a relative standard deviation (RSD) lower than 5% (Supplementary Table 4 ). The percent mean recoveries of 1E7-03, DP1 and DP3 were within the acceptable range of 93.05-108.36% (Supplementary Table 5 ). Minor variations of chromatographic conditions did not affect the resolution of 1E7-03 and its DPs, demonstrating good robustness of the method. Thus the developed method was suitable for the analysis of 1E7-03 degradation and was further applied to determine the degradation kinetics of 1E7-03 in biological fluids. 
Supplementary Figure 3: Structural characterization of DP4 (hydroxylation on the 2, 3-dihydro-1H-cyclopenta ring).
Supplementary Figure 4:
The MS/MS spectra of DP8, DP12 and DP16 (hydroxylation on the 2,3-dihydro-1H-cyclopenta ring). The high-accuracy molecular weights of DP8, DP12 and DP16 observed in the FT-MS spectra were m/z 502.1992, 518.1950 and 536.2057, corresponding , respectively. It is suggested that DP8/DP12 could be the dehydrogenation products of 1E7-03/DP4, and DP16 could be the dihydroxylation product of 1E7-03. Note: y, peak area; x, concentration of each compound (μM); LOD, limit of detection (Signal/Noise=3); LOQ, limit of quantification (Signal/Noise=10).
Supplementary
